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Supplementary Table 1. Quality control for RNA sequencing.

Sample name Clean reads Clean bases Error rate (%) Q20 (%) Q30 (%) GC content (%)

Sham 1D-1 131417424  19.71G 0.02 96.61 91.28 49.33
Sham 1D-2 152761736  22.91G 0.02 95.79 89.81 53.66
Sham 1D-3 161623258  24.24G 0.02 95.79 89.8 54.35
Sham 3D-1 154387366  23.16G 0.02 95.88 89.97 54.4
Sham 3D-2 152080990  22.81G 0.02 95.59 89.57 54.68
Sham 3D-3 150211120  22.53G 0.02 96.02 90.35 53.32
Sham 7D-1 133329410 20G 0.02 96.44 91.06 48.9
Sham 7D-2 176385470  26.46G 0.02 95.96 90.19 53.63
Sham 7D-3 139356522 20.9G 0.02 96.68 91.4 48.25
Sham 14D -1 138656436 20.8G 0.02 96.16 91.03 47.67
Sham 14D -2 161505522  24.23G 0.01 97.3 93.12 48.63
Sham 14D-3 160132972  24.02G 0.02 95.98 90.76 51.2
Sham 28D -1 148152290  22.22G 0.02 95.89 90.59 50.98
Sham 28D -2 138897104  20.83G 0.02 96.14 91.01 48.39
Sham 28D -3 181555252  27.23G 0.01 98.14 95.17 47.08
Stroke 1D-1 151527848  22.73G 0.02 95.77 89.86 559
Stroke 1D-2 151070176  22.66G 0.02 95.75 89.81 54.91
Stroke 1D-3 165881914  24.88G 0.02 97.11 92.62 48.62
Stroke 3D-1 159735374  23.96G 0.02 95.46 89.36 53.77
Stroke 3D-2 147253844  22.09G 0.02 96.04 90.28 52.46
Stroke 3D-3 170407598  25.56G 0.02 95.86 90 50.63
Stroke 7D-1 178364232  26.75G 0.02 96.57 91.2 50.75
Stroke 7D-2 164376752  24.66G 0.02 96.05 90.46 52.87
Stroke 7D-3 185886506  27.88G 0.02 95.19 88.83 55.45
Stroke 14D -1 160705286  24.11G 0.02 97.12 92.56 51.97
Stroke 14D -2 140030994 21G 0.02 97.2 92.83 51.3
Stroke 14D -3 147363924 221G 0.02 97.12 92.52 48.52
Stroke 28D -1 163534926  24.53G 0.01 97.36 93.22 48.64
Stroke 28D -2 181231614  27.18G 0.02 97.05 92.48 51.79
Stroke 28D -3 135746966  20.36G 0.02 97.13 92.65 51.6

Mice were operated with sham or stroke. Total RNAs from the cerebral cortex of mice were then prepared at 1, 3, 7,
14, or 28 days after the operation. Each operation at each time point has three replicates. Samples are then named as
the followings: sham or stroke 1D-1, 1D-2, 1D-3, 3D-1, 3D-2, 3D-3, 7D-1, 7D-2, 7D-3, 14D-1, 14D-2, 14D-3, and
28D-1, 28D-2 and 28D-3. A total of 5 ug RNA from each sample was used as the input material for RNA sequencing.
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Supplementary Table 2. RNA sequencing data mapping.

Sample name Total reads Total mapped

Multiple mapped Uniquely mapped

Sham 1D-1 131417424 127236362 (96.82%) 12270319 (9.34%) 114966043 (87.48%)
Sham 1D-2 152761736 130200862 (85.23%) 9320603 (6.1%) 120880259 (79.13%)
Sham 1D-3 161623258 138804703 (85.88%) 11219765 (6.94%) 127584938 (78.94%)
Sham3D-1 154387366 133499964 (86.47%) 9464303 (6.13%) 124035661 (80.34%)
Sham3D-2 152080990 126313080 (83.06%) 9549787 (6.28%) 116763293 (76.78%)
Sham3D-3 150211120 129840391 (86.44%) 7682654 (5.11%) 122157737 (81.32%)
Sham 7D-1 133329410 123031384 (92.28%) 4877298 (3.66%) 118154086 (88.62%)
Sham 7D-2 176385470 153587791 (87.08%) 9500613 (5.39%) 144087178 (81.69%)
Sham 7D-3 139356522 134932112 (96.83%) 10791067 (7.74%) 124141045 (89.08%)
Sham 14D -1 138656436 131947602 (95.16%) 13012087 (9.38%) 118935515 (85.78%)
Sham 14D -2 161505522 150477259 (93.17%) 9770144 (6.05%) 140707115 (87.12%)
Sham 14 D-3 160132972 137970956 (86.16%) 10050583 (6.28%) 127920373 (79.88%)
Sham 28D -1 148152290 125305893 (84.58%) 11503954 (7.76%) 113801939 (76.81%)
Sham 28D -2 138897104 132348990 (95.29%) 11657889 (8.39%) 120691101 (86.89%)
Sham 28D -3 181555252 170518491 (93.92%) 9618227 (5.3%) 160900264 (88.62%)
Stroke 1D-1 151527848 126050834 (83.19%) 9452057 (6.24%) 116598777 (76.95%)
Stroke 1D-2 151070176 125899943 (83.34%) 11320496 (7.49%) 114579447 (75.85%)
Stroke 1D-3 165881914 153989628 (92.83%) 11032950 (6.65%) 142956678 (86.18%)
Stroke 3D-1 159735374 135676871 (84.94%) 10835260 (6.78%) 124841611 (78.16%)
Stroke 3D-2 147253844 129684629 (88.07%) 6216317 (4.22%) 123468312 (83.85%)
Stroke 3D-3 170407598 154375539 (90.59%) 11482189 (6.74%) 142893350 (83.85%)
Stroke 7D-1 178364232 159705985 (89.54%) 8903276 (4.99%) 150802709 (84.55%)
Stroke 7D-2 164376752 144339390 (87.81%) 8020995 (4.88%) 136318395 (82.93%)
Stroke 7D-3 185886506 154787176 (83.27%) 9252976 (4.98%) 145534200 (78.29%)
Stroke 14D -1 160705286 141552949 (88.08%) 9502889 (5.91%) 132050060 (82.17%)
Stroke 14D -2 140030994 135539772 (96.79%) 23388171 (16.7%) 112151601 (80.09%)

Stroke 14D -3 147363924
Stroke 28D -1 163534926
Stroke 28D -2 181231614
Stroke 28D -3 135746966

143045816 (97.07%)
151765206 (92.8%)

155068798 (85.56%)
120278993 (88.61%)

10506738 (7.13%) 132539078 (89.94%)
11506037 (7.04%) 140259169 (85.77%)
12488137 (6.89%) 142580661 (78.67%)
8602710 (6.34%) 111676283 (82.27%)

Mice were operated with sham or stroke. Total RNAs from the cerebral cortex of mice were then prepared at
1, 3,7, 14, or 28 days after the operation. Each operation at each time point has three replicates. Samples are
then named as the followings: sham or stroke 1D-1, 1D-2, 1D-3, 3D-1, 3D-2, 3D-3, 7D-1, 7D-2, 7D-3, 14D-
1, 14D-2, 14D-3, and 28D-1, 28D-2 and 28D-3. A total of 5 ng RNA from each sample was used as the input
material for RNA sequencing.
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Supplementary Table 3. A list of the DEGs in the cluster one.

IGDene Gene Sham Stroke Eck)llecljnge p-value IGDene Gene Sham Stroke Eck)\lgnge p-value
18491 Pappa  0.120 051  4.1952 4E-16 12702 Socs3 1.584 26.37 16.6560 8E-69
21463 Tcpll 0.233 0.52 2.2342 3E-15 27279 Tnfrsf12a 3.022 27.24 9.0144 6E-60
11859 Phox2a 0.006 0.61 100.9033 2E-22 22695 Zfp36 2.811 27.40 9.7469 1E-50
54140 Avprla 0.181 0.74 4.0804 2E-18 83397 Akapl2 7.775 29.32 3.7706 9E-24
69047 Atp2c2 0.321 0.77 23910 1E-13 11504 Adamtsl 3.314 3250 9.8049 1E-44
16399 Itga2b  0.331 0.82 24781 1E-21 13024 Ctla2a 5.574 36.73 6.5886 6E-46
232431 Gprcba 0.146 0.93 6.3714 5E-13 12608 Cebpb 11.934 38.23 3.2031 7E-19
21679 Tead4  0.343 0.95 2.7584 3E-29 12475 Cd14 1.347 38.96 28.9299 7E-32
16373 Irx3 0.099 1.15 11.5871 3E-14 18035 Nfkbia 20.167 4552 2.2570 2E-20
20344  Selp 0.011 1.38 124.5033 2E-38 18263 Odcl 19.296 54.42 2.8203 2E-29
20339 Sele 0.030 1.40  46.4031 2E-28 53324 Nptx2 23.421 54.49 2.3267 4E-22
171530 Ucn2 0.058 141 24,4330 2E-33 15901 Id1 25.537 55.35 2.1674 4E-25
14064 F2ri2 0.650 1.41 21734 2E-14 110454 Ly6a 24.956 59.37 2.3789 3E-23
74490 Mamstr 0.712 143 2.0157 2E-16 193740 Hspala 6.170 64.78 10.5001 8E-25
15227 Foxfl 0.568 144 25317 7E-21 15368 Hmox1 2.380 66.60 27.9848 2E-91
14161 Fga 0.009 1.53 168.3232 2E-22 76650 Srxnl 32.061 68.86 2.1478 3E-21
18442 P2ry2 0.208 160 7.6951 4E-31 12575 Cdknla 11.954 80.17 6.7066 9E-55
21926 Tnf 0.063 1.66 26.4737 2E-45 15511 Hspalb 4.862 87.94 18.0876 1E-34
21950 Tnfsf9 0.336 2.00 5.9527 8E-28 16819 Lcn2 2.185 93.96 42.9936 1E-41
16878 Lif 0.197 2.34 11.8939 9E-36 15507 Hspbl 12.856 143.20 11.1384 2E-48
329977 Fhadl  1.155 2.34 2.0302 5E-17 17750 Mt2 184.402 1698.87 9.2129 5E-43
14283 Fosll 0.025 2.60 103.2222 3E-32 17748 Mtl 544.637 2279.70 4.1857 2E-34
72297 B3gnt3 0.669 2.74 4.0915 6E-14 68278 Ddx39 4.327 8.76 2.0248 5E-25
58801 Pmaipl 1.085 3.06 28185 1E-17 18003 Nedd9 2.839 5.76 2.0278 8E-20
104110 Adcy4 1.461 3.12 21330 3E-18 213053 Slc39al14 7.226 15.09 2.0876 1E-21
20310 Cxcl2 0.030 3.43 115.4264 2E-15 20680 Sox7 0.562 1.20 2.1426 8E-22
114332 Lyvel 0532 3.80 7.1508 6E-35 50493 Txnrdl 16.670 37.27 2.2355 TE-25
101533 KIk9 0.013 3.84  284.9056 6E-50 94092 Triml1l6 0.525 1.17 2.2395 4E-29
75750 Slcl0a6 0.025 3.90 157.6564 5E-120 67941 Rps27I 26.034 58.48 2.2464 2E-21
18712 Piml 1.983 4.17 2.1038 2E-13 12654 Chill 3.840 8.68 2.2613 5E-18
13614 Ednil 1.212 464 3.8230 3E-35 56200 Ddx21 6.310 1452 23011 1E-24
214855 Aridsa 1.908 4.70 2.4631 2E-14 80859 Nfkbiz 1.984 4,61 2.3256 3E-19
16193 116 0.066 4.73 71.8821 4E-27 121022 Mrps6 22.825 53.33 2.3366 5E-25
224405 Cyyrl  1.722 5.20 3.0222 7E-35 12479 Cdld1 0.292 0.71 24225 2E-22
16156 1111 0.113 5.35  47.4396 4E-59 66540 Fami107b 2.214 5.39 2.4337 5E-23
14825 Cxcll 0.013 574  451.4273 5E-17 69660 Tmbiml 11.143 27.64 2.4804 1E-28
72690 Grrpl 2.773 5.89 21231 7E-31 13685 Eif4ebpl 3.647 9.35 25643 3E-25
101401 Adamts9 0.606 5.91 9.7511 5E-33 20848 Stat3 14.475 43.17 2.9820 5E-41
67664 Rnfl25 0.824 6.12 7.4283 2E-64 17874 Myd88  2.312 7.48 3.2351 4E-32
23886 Gdfi5 0.043 6.16 143.5938 5E-28 14528 Gchl 0.432 1.45 3.3566 1E-18
20698 Sphkl  1.625 7.28  4.4801 1E-25 108105 B3gnt5  0.200 0.67 3.3694 4E-22
68895 Rasllla 3.360 7.66 22791 3E-31 231805 Pilra 0.298 1.01 3.3915 2E-29
434215 Lrrc32 1578 7.70 4.8802 8E-13 14173 Fgf2 1.575 5.43 3.4465 5E-32
16600 KIf4 3.308 7.94 23997 4E-21 64540 Tspand  6.263 21.82 3.4833 9E-38
97165 Hmgb2 0.896 8.14  9.0767 1E-45 414801 Itprip 0.340 1.31 3.8356 9E-16
53608 Map3k6 1.845 8.18 4.4361 2E-78 16402 Itgab 1.661 6.74 40592 7E-28
18787 Serpinel 0.532 8.24 15.4729 2E-68 108052 Slcl4al 2.372 9.68 4.0809 1E-59
98711 Rdh10 3.009 8.64 2.8732 6E-21 216161 Sbno2 3.115 14.34 4.6024 8E-50
19288 Ptx3 0.096 9.03 93.7834 2E-49 78388 Mvp 2.366 11.37 4.8066 1E-43
18793 Plaur 0.547 10.28 18.8116 1E-24 235379 Gldn 0.285 1.49 5.2150 7E-33
69903 Rasipl 4.265 10.54 2.4716 2E-14 77125 1133 9.001 48.07 5.3403 6E-25
226040 Tmem2520.819 10.93 13.3465 1E-46 19124 Procr 0.281 2.33 8.2686 3E-29
17133 Maff 1.778 11.12 6.2522 5E-45 12505 Cd44 1.147 12.22 10.6513 2E-94
17135 Mafk 4981 1142 2.2922 8E-18 56708 Clcfl 0.171 2.02 11.8173 5E-31
17112 Tmd4sfl 2.707 13.24 4.8907 6E-32 18414 Osmr 1.184 16.03 13.5375 1E-97
230784 Sesn2 5.277 14.07 2.6663 3E-16 245527 Eda2r 0.049 0.68 13.9522 2E-28
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57435
80837
15200
67951
66282
215418
18613
20296
381823
15937
17872
12609

Plin4 6.054
Rhoj 1.354
Hbegf  4.611
Tubb6  2.530
Tmalé 6.202
Csrnpl  6.792
Pecaml 6.776
Ccl2 0.068
Apoldl 2.131
ler3 6.961

Ppplrl5a 7.484
Cebpd 3.511

14.79
15.13
15.17
15.58
15.63
15.68
15.70
15.83
15.97
16.19
17.13
21.84

2.4430
11.1760
3.2908
6.1571
2.5193
2.3082 2E-12
2.3168 4E-22
231.6977 2E-29
7.4910 3E-21
2.3255 3E-20
2.2883 1E-14
6.2210 5E-49

3E-12
2E-98
5E-61
5E-43
4E-21

12768
68794
433470
12051
18413
56532
20308
11910
14663
20293
20292
16181

Ccerl 0.080
Finc 0.612
AA4671970.211
Bcl3 0.313
Osm 0.038
Ripk3 0.036
Ccl9 0.272
Atf3 0.379
Glycaml 0.046
Ccl12 0.892
Ccll1 0.022
I11irn 0.015

131
10.30
3.83
6.22
0.82
0.77
6.94
11.30
1.46
35.25
2.86
4.04

16.4396
16.8316
18.1478
19.8648
21.7043
21.7082
25.5017
29.7684
31.5514
39.5282

8E-31
3E-91
6E-25
2E-116
1E-35
5E-46
3E-41
2E-56
9E-23
4E-68

130.93264E-36
264.04873E-23

The expression levels of the genes in this cluster are increased by more than 2 folds with p-value < 0.05 at 1 day after stroke onset.
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Supplementary Table 4. A list of the DEGs in the cluster two.

Fold Fold

Gene Gene Sha Strok Chang p_valu Gene Gene Sha Strok Chang p_valu Gene ID Gene Sham Stroke Fold p_valu
ID m e o e ID m e o e Changee

2783 Ring 101510 5042 1E-26 20416 Shel 343 1007 2.940 9E-21 22320  Vamp8 6.81 2338 3432 2£-33
209%0pixal 148 5.12 3461 8E-36 27355 Paldl 274 1008 3.676 4E-18 20973  Syngr2 485 2342 4833 4E-38
2%%%ygl 171512 3001 5E-16 14247 Fiil 2.15 10.08 4682 1E-28 67268 Myll2a 9.1 2353 2582 6E-23
78816 Gmip 163 517 3.168 4E-19 2" Pleg2 109 1009 9.229 3E-36 18024  Nfe2l2 557 2370 4255 4E-26
10990 ceja1 212 521 2461 5E-47 18950 Prp 401 10.10 2516 1E-18 21803  Tgfbl 318 2370 7456 OE-39
177 Lpxn 053525 9.954 9E-63 52377 Rend 261 1010 3871 2E-22 192176 Flna 883 2392 2709 OE-26
80879 SIc16a3 1.75 526 2998 7E-16 17970 Ncf2 116 1011 8.704 3E-42 12508  Cd53 242 2408 9962 6E-40
18605 Enppl ~ 0.92 527 5760 1E-22 11810 Apobecl  0.50 10.16 20.294 6E-48 71665  Fucal 070 2422 2497 3E-14
77057 Stonl 191 528 2.766 4E-15 76408 Abcc3 0.59 10.22 17.412 2E-33 21937  Tnfrsfla 412 2422 5880 2E-66
11513 Adcy?7 151 530 3514 2E-22 75547 Akapld  3.74 10.27 2.742 2E-18 105855 Nckapll 254 2425 9543 7E-44
2173 Trima7 203 5.32 2622 1E-20 15446 Hpgd 317 1034 3.259 8E-20 19144  KIK6 159 2428 15246 8E-73
220% Rasal3 056 533 9536 4E-33 68195Rnasetzb 3.9 1038 2656 8E-17 18822  Plodl 536 2451 4576 A4E-22
20783 Gaints 2.19 539 2.463 2E-20 22324 Vavi 0.92 10.40 11247 7E-48 18301  Fxyd5 482 2519 5223 2E-27
17005 Lyl 112 539 4821 2E-16 11727 Ang 139 1041 7.475 1E-17 105348 Golml 555 2538 4574 8E-23
17110 Lyz1  0.06 542 90.623 3E-52 17060 Blnk 277 1043 3.761 1E-38 16331  Inpp5d 334 2555 7.655 6E-32
22999 adamisl4 1.64 5.43 3310 5E-18 16985 Lspl 3.15 1046 3.321 4E-25 66395  Ahnak 1035 2561 2474 1E-24
16188 I13ra  0.52 545 10495 2E-28 16456 F1ir 237 1051 4436 6E-31 12257  Tspo 462 2563 5546 3E-47
16453 Jak3 166 546 3286 SE-23 14595 Bdgaltl 147 1058 7.193 8E-47 26362  Axl 11.17 2605 2332 7E-24
72333 Palld 155 546 3529 4E-21 70719 Hmhal 116 10.75 9.258 4E-36 12267 C3arl 078 2612 33.686 8E-62
217 frimas 145 5.46 3772 6E-35 71920 Tmeml23 369 10.76 2919 2E-22 27419 Naglu 377 2625 6963 1E-24
21203 1k3 037 559 15.023 7E-64 50917 Galns 306 10.92 3565 2E-16 12332  Capg 165 26.62 16126 2E-56
50706 Postn  0.68 561 8.242 2E-26 11813 Apoc2 006 1095 0% 4E 46 12045 Belzalb 087 2665 30675 1E-72
67806 CcdcB0 245 5.64 2.303 4E-21 68480 10’ (9N 371 10,97 2955 6E-26 24044 Scamp2 7.4 2679 3600 OE-27
15223 Foxjl 135 564 4185 2E-19 ;'C'Rasgip3 271 1100 4053 1E-15 12827  Colda2 800 2682 3350 1E-28
69774 Msdabb 0.50 567 9.616 OE-53 94176 Dock2 0.80 11.01 13.809 3E-45 67448  Plxdc2 10.89 27.58 2532 OE-18
22325 Vav2 240 568 2369 1E18 S°°° Fnip2 489 11.02 2.251 8E-17 104759 Pld4 287 2758 9597 6E-35
21815 Tgifl  0.64 569 8901 8E-46 20302 Ccl3 010 11.23 110 411716850 Lgalso 362 2771 7652 6E-50
80287 Apobec3 1.08 571 5285 2E-49 17000 Ltbr 373 1124 3014 1E-37 17969  Ncfl 247 2832 11.468 1E-42
26382Fgd2 145 571 3.987 3E-21 200" Gpsm3 149 11.27 7541 9E-31 14017 Evi2a 1051 2834 2696 OE-16
13709 EIfl 211 575 2723 5E-19 67844 Rab32 0.67 11.28 16.733 1E-33 67893 Tmem86a  8.18 2003 3547 1E-24
33028 Galasta 1.30 576 4.417 2E-16 20469 Sipal 334 11.36 3.397 1E-20 15976  Ifnar2 1319 2931 2222 5E-22
3943 Uguare 031 5.7 18.761 7E-52 69710 Arapl 349 1139 3.264 1E-20 326618 Tpmé 1003 29.78 2968 2E-31
14676 Gnal5  0.87 578 6.626 1E-35 0> Shapxd2h 392 1139 2.905 3E-26 66147  Necap2 10.35 20.85 2886 6E-22
74055 Plcel  2.08 580 2.789 6E-46 18129 Notch? 483 11.43 2.367 7E-18 13618  Ednrb 13.77 2093 2174 4E-30

15162 Hck 0.75 5.82 7.804 8E-41 11491 Adaml17 2.96 11.44 3.863 1E-16 66058 Tmeml76a 8.67 29.94 3.454 1E-22
23900 Hcst 1.03 5.82 5.670 1E-26 76281 Tax1lbp3 4.16 11.50 2.761 6E-25 68420  Ankrd13a 13.40 30.05 2.243 3E-16

72512 Tmem1731.17 585 5008 4E-39 2 > Hspbe 366 1154 3.151 3E-42 13733  Adgrel 169 3021 17.873 1E-34
74202 Fbliml  0.38 587 15303 1E-47 552 Parys 117 1156 9.922 2E-44 74048 00 2ONOOR515 3036 5889 4E-28
21934 Tnfrsf1la 1.76 587 3.344 3E-16 67880 Doxr 458 1170 2554 6E-19 20397  Sgpll 861 30.66 3561 OE-31
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21676 Teadl  2.65 589 2223 2E-28 27056 Irf5 148 11.74 7.044 1E-47 12192 Zfp36ll  10.96 30.77 2.807 2E-24
19253 Ptpn18 0.71 595 8.367 4E-41 19703 Renbp 185 11.76 6.362 3E-37 11853  Rhoc 876 3095 3534 3E-32
207 Mtnts 254 5.99 2355 1E-17 14792 Lpcat3 488 11.83 2.426 OE-17 21346  Tagln2 657 3107 4732 2E-44
19106 Eif2ak2 187 599 3202 3E-24 5'°° Tiri3 0.58 11.89 20.638 6E-48 12606  Cebpa 516 3107 6024 8E-43
66895 Pxdcl 2.8 6.02 2767 6E-20 74211 /0B 374 11,90 3180 2E-21 16889 Lipa 534 3149 5902 2E-22
16194 llra  1.50 6.04 4.037 7E-42 67776 ViwaSa 456 12.15 2.668 3E-25 17079  Cd180 0.88 3233 36.837 8E-49
14537 Gentl  0.66 6.05 9.234 3E-20 19303 Pxn 5.66 12.20 2.155 3E-22 16414  Itgh? 152 3247 21.328 1E-55
97165 Hmgh2 146 6.06 4143 2E-29 71279SIc29a3  3.53 12.21 3460 2E-21 13430  Dnm2 1332 3254 2443 1E-14
30055 Pik3cg  0.78 6.08 7.780 3E-26 18792 Plau 145 12.24 8.445 1E-34 11745  Anxa3 445 3255 7321 1E-32
14159 Fes ~ 0.85 6.00 7.200 3E-44 11717 Ampd3 5.86 12.24 2.089 1E-21 21894  Tinl 792 3256 4113 26-24
78558 Hira3 139 6.12 4399 1E-18 2 00 Adap2 213 12.34 5799 2E-26 18826  Lcpl 238 3294 13.866 2E-47
17215Mcm3  0.86 615 7.127 1E-28 69760 Tnfaip8l2  1.45 12.41 8.534 7E-49 20345  Selplg 90.64 3348 3473 5E-17
2209 Arhgap300.84 6.21 7.367 7E-37 13830 Stom 427 12.43 2.910 9E-21 81910  Rrbpl 1091 3399 3114 2E-21
67689 Aldh3bl 2.02 6.27 3101 2E-15 |''° Haver2 112 12.53 11,157 2E-27 65972  Ifi30 277 3405 12.282 4E-52
20063 Syk  0.73 627 8.637 2E-34 23880 Fyb 0.89 12.53 14.145 3E-47 52668  Ifi27 12.73 3441 2703 5E-20
32098 Heatrsa 1,91 6.29 3.289 1E-16 18753 Prked 322 1262 3924 4E-16 17160 Man2b2 1063 3507 3.301 7E-15
11503 Aga 281 630 2240 2E-19 22323 Vasp 5.23 12.77 2.441 4E-18 11629  Aifl 489 3515 7.182 T7E-42
23021 Sh2b2 286 631 2.203 6E-26 21391 Thxasl 0.72 12.79 17.794 7E-39 16195  Il6st 17.39 3518 2.023 1E-20
2008 phactra 314 6.42 2,045 3E-19 17916 Myolf 0.61 12.82 20.939 7E-42 21813  Tgfbr2 471 3640 7.729 5E-36
29%0End 256 6.4 2517 TE-25 52855 Lairl 223 12.02 5796 2E-28 23890  Gpra4 774 3642 4704 OE-15
18018 Nfatcl 182 650 3570 1E-24 1 0'0 Fermi3 134 1298 9700 5E-49 11857 Arhgdib ~ 7.58 36.88 4.868 3E-28
12830 Colda5  0.72 651 9.078 BE-24 2 00 Lpcat2 327 13.02 3.981 3E-27 319939 Tns3 10.36 37.69 3638 4E-17
24055 Sh3bp2  0.71 6.60 9.243 3E-46 2°>° Dap 371 13.13 3544 2E-26 12826  Coldal 6.4 37.83 6159 A4E-41
2590 snxa3 263 661 2515 1617 210 cing 522 13.16 2.521 2E-18 18858  Pmp22 1034 38.06 3681 2E-32
80898 Erapl 278 6.62 2.377 2E-23 18542 Pcolce 451 1334 2958 5E-19 21356  Tapbp 13.18 38.68 2934 7E-27
78781 Zc3havl 157 6.67 4248 4E-50 22107 Phyhd 436 1350 3.004 1E-18 56193  Plek 376 3871 10.200 2E-38
52000 Hn1l 162 6.67 4.110 2E-24 £ 0'° Pfkib3 6.48 1374 2.121 5E-18 16412  lIghl 1607 39.16 2437 4E-19
20%% Cmtm7 1.3 6.74 5055 7E-27 73656 Msdabc  0.46 1379 30.289 2E-60 433375 Cregl 1138 3057 3478 1E-20
67742 Samsnl 0.69 6.76 9.827 SE-39 27060 Tcirgl 252 1416 5.628 2E-37 20148  Dhrs3 927 3078 4290 4E-19
2009 Emiling 0,83 6.77 8.135 2E-24 54325 Elovil 445 1422 3193 1E-22 16658  Mafb 766 4008 5235 3E-28
73600 Gliprl  0.68 681 10035 1E-24 13423 Dnase2a 187 14.22 7.593 5E-35 16409  lItgam 447 4019 8984 5E-41
12832 Col5a2  0.60 6.84 11369 2618 /0" Tir7 103 14.30 13.916 1E-48 12305  Ddrl 1050 40.26 2.065 1E-12
10090 | irap1  1.20 6.67 5.324 3E-29 67457 Frmds 5.05 14.55 2879 3E-15 114584 Clicl 621 4092 6591 3E-48
21425 Tfeb 342 6.89 2014 1E-16 14728 Lilrbda 011 1461 (2% 1E 84 19 Pwraer7 070 4100 58371 9E42
16543 Mdfic ~ 0.94 6.90 7.349 2E-27 23943 Esytl 417 14.93 3579 8E-18 21452  Ten2 741 4182 5645 2£-23
74096 Hvenl  0.73 692 9.487 6E-31 22436 Xdh 2.40 15.07 6.288 6E-23 29876  Clicd 1053 4192 2147 8E-21
14504 Ggtal 1.2 6.95 5389 2E-43 65221 SIcl5a3  0.60 15.17 25102 9E-59 140570 Plxnb2 1272 4313 3392 3E-17
16190 ll4ra 1.1 6.98 5746 7E-62 11690 AloxSap  2.56 15.18 5.940 3E-27 54445 Unc93bl 526 4373 8308 8E-45
224%Nrros  1.67 7.04 4227 2E-24 83768 Dpp? 495 15.18 3.065 3E-17 12111  Bgn 632 4445 7035 7E-23
17390 Mmp2  0.79 7.06 8.880 2E-30 54353 Skap2 521 1510 2.012 1E-19 30791 Slc3%l  21.37 4548 2128 1E-21
16822 Lep2 0.7 710 9.220 1E-40 74191 P2ryl3 454 1521 3350 2E-14 65963 Tmemi7éb 16.08 4550 2830 2E-23
16154 1110ra 153 7.17 4.699 SE-39 76448 Ppplrl8  3.09 1540 4991 3E-37 11801  Cdsl 001 4560 o2 7E49
23220 Athgap25.2.53 7.18 2.837 1E-18 98878 Ehdd 462 1547 3349 6E-35 11974 Atp6vOe 2087 47.37 2270 1E-16
22778 Ikzfl 092 7.9 7.814 1E-35 58850 Efemp2 504 1558 3.088 6E-23 58809  Rnased 773 4905 6348 4E-18
16773 Lama2 310 7.22 2325 4E-15 220 lipkb 6.11 15.60 2553 1E-15 17159 Man2bl 1077 49.44 4589 OE-27
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21726

5 Abca9 1.98
20540 SIc7a7  0.72
70021 Nt5dc2 1.67
18439 P2rx7 2.32
31962 Itpripl2  1.79
‘212659 Recsdl 2.22
66824 Pycard  1.36
17085 Ly9 0.08
59010 Sqrdl 2.59
‘110229 Cyp4v3 2.53
i6830 Sowahc 3.00
19354 Rac2 0.52
10758 Coll6al 2.36

;2652 EC02658 260

22092 pap7h 048
17219 Mcm6 ~ 2.87
13713EIK3 254
98365 Slamf9  0.70
20491 Sla 3.03
15216 Hfe  1.86
16949 Loxll  0.77
52150 Kcnk6  1.34
14276 Folr2  0.41
12752CIn3 2.9
74761 Mxra8  1.81
68612 Ube2c  0.22
66240 Kcnell  2.18
56982 Pon3 082
12273 C5arl  0.28
53974 KIhls  0.68
20930 Orail 338
21973 Top2a  0.25
‘211914 A1l 0.36
i4377 Parpl2 2.81
76088 Dock8  0.85
54486 Hpgds  1.71
51720 ;I'memlOG 038
22146 Tubalc 0.68
64099 Parvg 1.60

11501 Adam8 0.26

15277 Hk2 0.91
56857 SIc37a2 0.83
56693 Crtap 2.74
56743 Lat2 1.07
12489 Cd33 1.66
17355 Affl 4.29
12642 Ch25h  0.69

7.22

7.23
7.39

7.52

7.57

7.58

7.62

7.63
7.64

7.67

7.71
7.73
7.75

7.76

7.76

7.77
7.84
7.84
7.85
7.89

7.89

791

7.92
8.01
8.02
8.07

8.16

8.18
8.21
8.26

8.27
8.37
8.39

8.44

8.51
8.60

8.63

8.71
8.73
8.74
8.74

8.79

8.81
8.96
9.00

9.08

9.10

3.645 2E-20

10.061 9E-37
4412 2E-18

3.237

4222 8E-31

3.412 9E-22

5.590 9E-44

94.114 2E-54
2.945 2E-19

3.027 4E-30

2.566 1E-20
14.820 5E-52
3.284 2E-15

2.980 3E-18

16.053 2E-56

2.711 9E-19
3.085 4E-25
11.163 2E-54
2.594 1E-22
4.244 2E-28

10.237 1E-21

5.903 8E-30

19.558 2E-28
2.676 5E-16
4.428 2E-28
37.414 4E-19

3.742 1E-17

10.013 4E-22
29.677 1E-58
12.104 5E-40

2.443 5E-15
33.197 2E-19
23.092 1E-40

3.002 3E-40

9.985 4E-34
5.041 8E-15

24.959 2E-56

12.724 3E-54
5.449 2E-27
33.674 2E-67
9.576 1E-49

10.627 7E-35

3.217 4E-21
8.352 1E-66
5419 2E-31

2.119

13.274 6E-68

4E-26 4

1E-22 3

83490 Pik3apl

74646 Spsbl
17132 Maf

21845 | | 1o
74091 Npl

18073 Nidl

(2)1528 Wipfl

12521 Cd82
59126 Nek6

13601 Ecml

58198 Salll
21810 Tgfbi
20111 Rps6kal

26433 Plod3

13132 Dab2

67203 Ndel
74760 Rab3ill
15163 Hclsl
30794 Pdlim4
13732 Emp3
34078 Bmp2k
20937 tins
29875 lqgapl
16403 Itga6
16000 Igfl
67213 Cmtm6

:231820 Mylip

72318 Cyth4

20409 Ostfl

%4049 AF251705

80888 Hsph8
68119 Cmtm3
16155 1110rb

80281 Cttnbp2nl

12822 Col18al
15979 Ifngrl

71602 Myole

17387 Mmp14
22329 Vcaml
54519 Apbblip
14726 Pdpn
22148 sico2n1
74645 Fam46¢
19128 Prosl
19205 Pthpl

19219 Edem1

23215

7 Mobla

1.13

6.16
6.97

3.57

3.08

171

3.57

5.68
8.07

3.25

4.82
111
5.55

8.00

2.49

5.87
3.94
1.70
5.80
2.64

4.98

6.22

4.88
5.12
1.81
8.16

5.61

241
5.59
1.37

6.86
3.75
4.17

8.27

0.99
6.90

5.08

3.92
8.12
2.63
5.16

3.75

0.68
371
8.50

5.64

7.52

15.65 13.879 2E-54

15.79 2.563 6E-21
15.83 2.272 2E-16

15.86 4.444 TE-22

16.00 5.194 2E-24

16.19 9.494 7E-33

16.29 4.565

16.50 2.905
16.56 2.052

16.58 5.097

2E-24

3E-17
1E-27

5E-19

16.61 3.449 9E-21
16.71 15.060 5E-54
16.77 3.021 7E-18

16.81 2.102 2E-18

16.95 6.806 9E-43

17.06 2.906 1E-15
17.09 4.338 2E-28
17.17 10.108 2E-42
17.18 2.960 3E-31
17.31 6.546 6E-29

17.44 3.499 6E-20

17.44 2.803

17.45 3.577
17.46 3.408
17.57 9.708
17.67 2.164

18.24 3.252

2E-20

4E-18
2E-27
6E-13
5E-20

3E-20

18.34 7.612 3E-48
18.43 3.295 3E-27
18.44 13.431 3E-56

18.57 2.706 2E-30
18.69 4.985 3E-28
18.80 4.512 3E-26

18.83 2.276 3E-18

18.97 19.213 2E-29
18.98 2.750 5E-36

19.14 3.767 3E-24

19.16 4.888 5E-25
19.47 2.399 1E-29
19.52 7.411 9E-43
19.59 3.799 1E-45

19.59 5.226 5E-27

19.79 29.233 2E-31
19.89 5.362 2E-55
19.93 2.345 3E-28

20.10 3.564 2E-16

20.15 2.678 2E-19

56212

12843
192187

13036

12825

106572

12268

20229
14268

17698

11829
67963
11747

11303

11867

14131
67865
56356
71994
12842

11520

110006

16002
20971
16784
13051

13057

16419
56188
99543

76960
75612
16011

16852

19025
52585

17084

16008
72042
83433
14707

20716

16792
15211
12978

13039

80891

Rhog

Colla2
Stabl

Ctsh
Col3al
Rab31

Cab

Satl
Fnl

Msn

Aqgp4
Npc2
Anxa5

Abcal

Arpclb

Fcgr3
Rgs10
Gltp
Cnn3
Collal

Plin2

Gusb

1gf2
Sdc4
Lamp2
Cx3crl

Cyba

Itgh5
Fxyd1
OlfmlI3

Bcasl
Gns
1gfbp5

Lgalsl

Ctsa
Dhrs1

Ly86

lgfbp2
Cotll
Trem2
Gng5

Serpina3n

Laptm5
Hexa
Csfir

Ctsl

Ferls

16.30

4.74
2.64

4.49

0.76

21.28

5.04

21.70
12.97

7.53

21.66
12.39
22.60

7.85

6.00

5.93
24.93
15.25
26.46
2.73

2.94

4.47

14.08
35.03
33.17
12.46

6.81

11.90
36.00
9.20

37.92
32.71
40.99

16.05

23.35
32.55

7.08

24.55
28.66
7.07

46.82

491

12.96
21.36
24.73

33.45

9.74

51.75

53.08
53.30

53.35

3.175

11.192
20.195

11.878

53.75 70.818

54.17 2.546

55.26

55.43
56.17

57.03

10.960

2.555
4.332

7.574

57.08
57.30
57.56

2.635
4.624
2.548

59.26 7.552

59.42

59.59
61.02
63.58
66.86
68.95

69.28

9.903

10.052
2.447
4.168
2.526
25.289

23.601

71.90

T77.47
81.13
81.18
83.25

86.86

16.097

5.500
2.316
2.447
6.683

12.761

88.23
94.05
94.82

7.415
2.613
10.302

97.20
97.96
98.99

2.563
2.995
2.415

101.306.311

101.62 4.352
101.84 3.128

108.91 15.388

109.05 4.443
120.41 4.202
128.79 18.215
128.80 2.751

130.97 26.697

132.27 10.204
136.55 6.391
143.255.793

144.96 4.333

154.62 15.881

8E-18

3E-19
1E-24

2E-43

4E-33

6E-18

3E-80

1E-23
5E-16

1E-59

6E-30
TE-32
7TE-18

6E-45

3E-57

4E-67
2E-22
8E-21
2E-43
9E-20

2E-41

1E-33

2E-25
3E-27
7E-19
2E-25

3E-61

6E-26
6E-21
9E-32

5E-15
2E-17
5E-30

6E-24

1E-23
3E-20

3E-56

2E-16
2E-21
3E-50
3E-22

1E-181

8E-45
2E-24
4E-32

1E-40

3E-36
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24268

17183 Matnd 253 9.15 3619 4E-15 2% wast2 6.31 2018 3.198 2E-22 22228  Ucp2 12.09 157.20 13.000 2E-26
20810 Bag3 342 919 2691 2E-32 12977 Csfl 571 2034 3.563 4E-39 93695  Gpnmb 0.88  162.90 184.479 2E-50
13730 Empl  0.46 9.21 19.044 1E-54 22319 Vamp3 9.88 2043 2.069 7E-16 14127 Fcerlg 947 1716818.130 9E-70
16973 Lp5 ~ 2.75 9.22 3.348 5E-16 56722 Litaf 5.73 20.43 3565 1E-37 12527  Cd9 2059 175618527 1E-56
20852 Stat6 ~ 3.65 9.34 2550 1E-17 23234 A2m 0.47 20.44 43115 2E-84 11758  Prx6 7204 181912525 7E-19
10987 Smima  2.86 9.36 3.272 1E-39 20" palim2 5.14 20.45 3977 7E-18 12514  Cd68 711 18278 25.711 5E-53
21825 Thbsl ~ 0.53 9.37 17.711 2E-26 74030 Rin2 7.09 20.49 2.888 1E-15 12512  Cd63 4566 203234451 2E-46
12986 Csfar  0.73 9.39 12.881 1E-43 66868 Mfsdl 8.21 20.56 2506 3E-18 17476  Mpegl 611 2147035141 1E-47
17534 Mrc2 ~ 2.24 939 4.189 3E-21 12523 Cdsa 0.91 20.57 22.573 6E-43 20692  Sparc 7716 215.072.787 2E-20
12495 Entpdl  3.32 940 2.832 4E-26 12493 Cd37 2,02 20.66 10.220 1E-38 19141  Lgmn 5176 264045101 3E-28
12633 Cflar  3.73 942 2525 4E-16 21812 Tgfbrl 5.55 20.74 3.741 2E-19 64138  Cisz 2151 273.9312.736 3E-44
22379 Fmnl3  3.07 9.43 3.068 1E-22 18791 Plat 190 2106 2100 2619 14824 Gm 2253 313.4313.913 2E-29
14747 CmKkIrl  1.07 958 8.947 4E-47 20375 Spil 2.37 21.08 8.907 2E-51 22352  Vim 18.85 326.0817.302 1E-58
13040 Ctss ~ 0.98 9.62 9.842 9E-50 17096 Lyn 271 21.39 7.882 9E-45 22041  Trf 97.94 366563743 7E-20
51.,0922 Msda? 0.8 9.70 54.916 2E-32 13032 Ctsc 227 21.55 9.486 6E-63 14580  Gfap 53.93 829.64 15383 2E-89
2289% Npepl1 4.91 9.84 2.004 6E-14 83924 Gpri3Th 814 21742670 4E-16 20750  Sppl 720 91532 127.041 2E-49
16391 1f9  2.86 9.91 3464 6E-39 12476 Cd151 298 2180 2013 1E18 14325 i1 327685794034 1E-19
69674 Mifdgd  4.78 9.98 2.087 2E-16 74617 Scpepl 719 22.99 3195 4E-21 13033  Csd 15720 5°°%% 18.837 1E-31
20416 Shcl 343 1007 2040 9E-21 12103 Zfp36I2 10 23122119 SE-17 11816  Apoe 1122018693 4300 sE17

The levels of the genes in this cluster are increased by more than 2 folds with p-value < 0.05 at 3 days after stroke onset and peaked 4 days later (7 days
after stroke).
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SUPPLEMENTARY DATA

Supplementary Table 5. A list of the DEGs in the cluster three.

Gene ID Gene Sham  Stroke E(t)wl:nge p-value ?Dene Gene Sham Stroke E?\I:nge p-value
56696 Gprl32 0.004 0.51 130.848 2E-23 20969 Sdcl 0.328 3.83 11.673 4E-38
56318 Acpp 0.066 0.51 7.750 9E-21 20311 Cxcl5 0.221 391 17635 1E-36
12399 Runx3 0.005 0.51 109.729 5E-33 17474 Clec4dd 0.009 4.14  443.457 9E-36
12766 Cxcr3 0.048 0.60 12.422 3E-24 16197 W7r 0.177 4.19 23.716 9E-33
14765 Gpr50  0.198 0.62 3.134 8E-20 76681 Triml2a 1.211 4.36 3.604 9E-30
76074 Gbp8 0.071 0.63 8.869 9E-30 19214 Ptgdr 0.317 4.38 13.844  8E-26
21939 Cd40 0.138 0.63 4597 4E-15 27047 Omd 1.034 454 4.385 6E-17
241452  Dhrs9  0.032 0.68 21.469 4E-20 12362 Caspl 1.685 4.62 2744 4E-16
30925 Slamfé  0.027 0.68 25.395 2E-25 11489 Adaml2 0.742 4.66 6.280 3E-14
12525 Cd8a 0.037 0.69 18.669 3E-42 433791 Gm132512.213 4.89 2.209 5E-19
329436 Gm144610.006 0.69 125.016 3E-44 12818 Coll4al 0.358 4.94 13.829 9E-29
14945 Gzmk 0.056 0.70 12.449 2E-15 12984 Csf2rb2 0.199 5.12 25.713 6E-81
22780 1kzf3 0.035 0.75 21.375 1E-31 15442 Hpse 0.444 5.17 11.653 2E-30
238393  Serpina3f 0.005 0.76 160.987 2E-18 73149 Clec4a3 0.439 530 12.088 6E-22
170786 Cd209a 0.287 0.78 2.715 6E-16 212943 Fam46a 1.637 5.36 3.273 2E-27
327766  Tmem26 0.117 0.82 7.012 5E-22 21922 Clec3b 1.281 542 4.230 5E-31
70433 Draxin  0.144 0.82 5.728 3E-26 63986 Gmfg 1.111 5.47 4.921 1E-27
74568 MIkI 0.080 0.85 10.662 2E-25 14049 Eya2 0.820 5.60 6.829 8E-27
209558 Enpp3  0.193 0.86 4469 1E-22 208164 Fam180a 1.223 5.60 4.578 2E-21
433801 Gm132120.105 0.87 8.317 7E-21 16516 Kcnjl5 0.014 5.69 410.777 2E-38
54483 Mefv 0.003 0.91 304.338 5E-22 21928 Tnfaip2 0.193 573 29.681 1E-26
18725 Pira2 0.009 0.91 101.464 8E-42 18733 Pirb 0.081 5.79 71.471 2E-54
20343 Sell 0.056 0.97 17.144 3E-16 71934 Carl3 0.555 5.82 10.484 8E-29
21426 Tfec 0.031 0.97 31.133 2E-29 214642 Cpedl 1514 589 3.890 7E-17
227929 Cytip 0.040 1.02 25.723 9E-44 16847 Lepr 1.482 5.93 4.003 7E-23
50701 Elane 0.025 1.07 42.418 4E-28 209086 Samddl 2.158 6.11 2.832 5E-19
11630 Aiml 0.307 1.11 3.599 3E-20 18214 Ddr2 1.604 6.21 3.875 4E-20
20471 Six1 0.099 1.12 11.319 5E-15 14727 Lilrdb  0.037 6.43 172.980 9E-59
17312 Clecl0a 0.265 1.16 4362 2E-14 12263 C2 0.616 6.47 10.503 3E-39
16534 Kennd  0.165 1.16 7.049 3E-20 11425 Apoc4 0.000 6.67 #VALUEI2E-14
16421 Itgh7 0.118 1.17 9.925 1E-38 15229 Foxdl 0.833 6.74 8.091 4E-17
12274 C6 0.003 1.17 356.572 3E-67 208777 Snedl 1.542 6.79 4.405 1E-23
15000 gi/-le 0.311 1.19 3.815 1E-23 13587 Ear2 0.162 6.85 42171 9E-63
12481 Cd2 0.052 1.19 23.091 1E-22 21826 Thbs2 2029 750 3.694 8E-19
20299 Ccl22 0.069 1.25 18.080 2E-15 212898 Dse 2.079 7.79 3.747 4E-19
64817 Svepl  0.343 1.25 3.643 1E-26 50908 Cis1 0.384 7.81 20.355 7E-58
19260 Ptpn22  0.199 1.33 6.687 6E-25 83675 Biccl 1597 8.01 5.015 5E-22
100861753Gm211880.006 1.40 245.837 6E-23 11433 Acp5 0.099 8.08 81.695 3E-43
74748 Slamf8  0.062 1.42 22.906 9E-27 50501 Prok2 0.345 8.19 23770 2E-52
22403 Wisp2  0.050 1.48 29.367 3E-34 117167 Steap4 0.116 8.20 70.424 2E-51
12519 Cdso 0.176 1.52 8.627 2E-19 13038 Ctsk 1683 8.86 5.264 9E-21
665033 Col6a5 0.130 1.52 11.716 5E-27 14863 Gstm2 1.639 8.92 5.443 5E-18
83408 Gimap3 0.055 1.62 29.353 1E-44 226101 Myof 1.080 8.96 8.293 5E-28
20715 Serpina3g0.118 1.62 13.786 2E-21 14190 Fgl2 0.903 9.15 10.132 9E-45
27052 Aoah 0.097 1.66 17.096 3E-47 16425 Itih2 1.294 9.26 7.157 2E-26
246049  Slc36a2 0.181 1.68 9.243 2E-40 12267 C3arl 1.440 9.63 6.688 1E-32
217304  Cd300lb 0.006 1.71 265.169 3E-51 50909 Clra 0.856 9.91 11588 5E-30
14058 F10 0.017 1.84 106.668 3E-26 19264 Ptprc 0.795 9.94 12503 9E-54
57781 Cd200r1 0.323 1.89 5.846 3E-16 12494 Cd38 1.389 10.06 7.240 3E-31
71712 Draml 0.404 1.92 4770 9E-22 17300 Foxcl 3.022 11.01 3.644 2E-17
22035 Tnfsf10 0.762 2.13 2.798 1E-15 17381 Mmpl2 0.003 11.25 4450.032 1E-40
22420 Wnt6 0.646 2.15 3.333 1E-15 12767 Cxcr4d 0.633 11.27 17.811 6E-39
18985 Pou2afl 0.038 2.18 56.866 3E-30 16411 ltgax 0.054 11.46 213512 2E-123
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21384 Tbx15 0.314 2.28 7.250 3E-14 12904 Crabp2 2.293 11.94 5.210 3E-30
54199 Ccrl2 0.307 231 7.533 8E-33 13058 Cybb 0.201 1222 60.930 1E-48
12518 Cd79a 0.158 2.38 15.074 2E-44 12491 Cd36 0.559 1239 22157 2E-14
100040462Mndal  0.312 2.47 7.907 3E-29 68428 Steap3 2.266 13.01 5.741 2E-28
269799  Clecdal 0.129 2.53 19.607 2E-24 69590 Gpx8 3.271 13.35 4.083 2E-18
16175 I11a 0.370 2.54 6.869 3E-28 56264 Cpxml 2.205 14.80 6.712 2E-27
13809 Enpep  0.827 2.57 3.111  1E-19 20568 Slpi 0.080 14.85 186.025 2E-33
55987 Cpxm2 0.848 2.62 3.087 O6E-24 71660 Rarres2 5.736 15.84 2.761 1E-16
11695 Alx4 0.476 2.64 5553 6E-18 13078 Cyplbl 0.928 1585 17.076 2E-32
17386 Mmpl3 0.021 2.69 127.604 1E-19 16790 Anpep 1470 17.24 11.723 8E-36
60361 Msdadb 0.111 2.71 24309 2E-52 11746 Anxa4 1913 17.73 9.267 7E-38
12363 Casp4  0.238 2.72 11.417 7E-36 14619 Gjb2 4135 19.08 4.614 2E-18
22038 Plscrl  0.860 2.76 3.211 2E-18 102680 Slc6a20a 6.387 19.43 3.043 6E-17
14191 Far 0.018 2.84 155.457 2E-47 140792 Colec12 3.857 19.83 5.140 1E-30
107526  Gimap4 0.129 2.85 22.180 1E-26 21824 Thbd 4761 22.08 4.637 1E-16
63913 Fam129a 0.928 2.86 3.079 1E-17 242341 Atp6v0d20.008 23.54 3124.263 1E-58
69816 Mzbl  0.089 2.89 32.413 3E-48 20317 Serpinfl 5.007 23.64 4.721 9E-23
242939 Cpz 0.074 2.94 39.837 1E-28 18295 Ogn 4326 2419 5592 2E-22
16997 Ltbp2  0.086 2.94 34.025 9E-42 11770 Fabp4 0.135 25.62 189.367 2E-56
230979  Tnfrsfl4 0.462 3.05 6.603 7E-24 14114 Fbinl 2417 26.52 10974 1E-29
12364 Caspl2 0.578 3.07 5303 1E-25 16952 Anxal 1.101 26.81 24.354 1E-47
71724 Aox3 0.558 3.08 5526 1E-33 68713 Ifitml 2542 28.57 11.239 4E-40
407800 Ecm2 1.255 3.08 2457 6E-14 56615 Mgstl 7.246 28.71 3.963 6E-27
434484  Spl40  0.338 3.13 9.252 2E-32 16956 Lpl 6.307 29.08 4.611 3E-18
75345 Slamf7  0.013 3.13 242.607 7E-58 14710 Gngt2  3.679 31.26 8.498 3E-44
56620 Clec4n 0.139 3.17 22.783 2E-23 14130 Fcgr2b 1.784 3154 17.684 T7E-75
22259 Nrih3  1.015 3.17 3.119 8E-23 17022 Lum 1.171 3441 29.384 2E-34
66857 Plbdl  0.076 3.21 42.242 AE-36 12870 Cp 4614 36.42 7.894 6E-38
319236  Triml2c 0.925 3.27 3.536 1E-22 11568 Aebpl 5.997 38.20 6.369 6E-24
71683 Gypc 0.688 3.35 4875 2E-22 216616 Efempl 5.354 39.39 7.357 8E-29
170744  TIr8 0.075 3.36 44790 2E-29 93694 Clec2d 11.016 41.51 3.768 2E-27
69772 Bdh2 1.090 3.39 3.110 5E-21 14969 H2-Ebl 1.020 41.53 40.714 1E-67
12772 Ccr2 0.129 3.49 26.995 7E-18 56644 Clec7a 0.199 43.88 220.246 5E-57
12038 Bche 1.542 3.50 2.269 3E-16 20379 Sfrpd 0.410 46.97 114.644 3E-46
11796 Birc3 0.765 3.61 4712 6E-27 12925 Cripl  11.868 52.01 4.383 3E-19
71914 Antxr2  0.652 3.62 5.547 3E-25 20305 Ccl6 1.284 53.09 41352 2E-91
76365 Tbx18 0.794 3.68 4.627 8E-15 12258 Serpingl 3.072 55.19 17.967 1E-54
232413  Clecl2a 0.321 3.75 11.680 1E-15 12266 C3 0.146 66.76 455.886 TE-47
20204 Prrx2 0.508 3.78 7.441 5E-26 14778 Gpx3 6.985 67.61 9.680 7E-31
67606 Fibin 1.260 3.78 3.002 2E-18 11812 Apocl 2.798 67.82 24.238 1E-34
114774 Pawr 1.454 3.80 2615 2E-17 80876 Ifitm2  11.867 71.74 6.045 9E-26

The expression levels of the genes in this cluster are increased by more than 2 fold with p-value < 0.05 at 14 days after stroke onset and
peaked 14 days later (28 days after stroke).
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Supplementary Figure 1. Stroke produces no changes in the expression of Hmgb1. A-C) representative images (A) of
Hmgbl mRNA and protein in the microglia lysates from mice 1 (lane 1), 2 (lane 2), or 3 (lane 3) days after operation with
sham or stroke. Relative expression (R.E) levels of mRNA (B) and protein (C), defined by normalizing the band intensities of
Hmgbl blots to the respective a-tubulin) in the individual mice (circles) and their averages per group (triangles) are plotted.
Data are mean + SEM (n = 5 mice per group, ns = no significantly differences, t-tests).
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Supplementary Figure 2. Knocking down Hmgb2 in microglia inhibited microglia pro-inflammatory response. (A)
representative images show the expression of CD16/32+ (M1 marker, purple) and Ibal (green) in the cortex at 3days after
the operation which operated at 18 days after the injection of the AAV-PHP.eB-Hmgb2-SI/tdT or the AAV-PHP.eB-DIO-
Hmgb2-1/tdT virus particles into the tail vein of the Cx3crl1-Cre mice. (B) quantification of the percentage of CD16/32+/Ibal+
cells are analyzed and plotted by the individual sections (circles) and their averages per group (triangles). Data are mean +
SEM(n=7 per group, ***p <0.0001, ns = no significantly differences)
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Supplementary Figure 3. Knocking down Hmgb1 in microglia. (A) representative images show the expression of
Hmgb1-SI (red) or Hmgb1-I (red) in microglia (green) 18 days after the injection of a high titer of the AAV-PHP.eB-
DIO-Hmgb1-SI/tdT or the AAV-PHP.eB-DIO-Hmgb1-1/tdT virus particles into the tail vein of Cx3crl-Cre mice. (B),
(C), representatives (B) of Hmgbl mRNA and protein in the microglia lysates from mice with the expression of Hmgb1-
SI or Hmgb1-1 3 days after operation with sham or stroke. Relative expression (R.E) levels of mRNA (C, top) and protein
(C, bottom) by normalizing the band intensities of Hmgbl blots to the respective B-tubulin) in the individual mice
(circles) and their averages per group (triangles) are plotted. Data are mean = SEM (n = 5 mice per group, ns = no
significantly differences, **p = 0.0011, 0.0017, 0.0035, 0.0037, t-tests).
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Supplementary Figure 4. Hmgb1-I does not alter the expression of Hmgb2 in microglia. Mice with
the expression of Hmgb1-I (blue symbols) or Hmgb1-SI (pink symbols) were operated with sham or
stroke. 0, 12, 24, 48, or 72 hours after the operation, microglia lysates were prepared and blotted with
anti-Hmgb2 or anti-a-tubulin. Relative expression (R.E) levels (defined by normalizing the band
intensities of anti-Hmgb2 to the respective a-tubulin) in the individual mice (circles) and their averages
per group are plotted. Data are mean + SEM ( n = 5 mice per group, ns = no significantly differences,
between Hmgb1-I and Hmgb1-SI, t-tests).
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Supplementary Figure 5. Inhibition of Hmgb1 does not protect stroke damages. (A) representative T2 weighted MR images (top)
and FJ labeling (bottom) from sham and stroke mice without (control) or with the expression of Hmgb1-SI or Hmgb1-1. (B), (C), the
infarction (B, mean + SEM, n = 9 mice per group, F(3, 32) = 35.44, ns = no significantly differences, ***p < 0.0001; BF ANOVA)
and the FJ+ cells (C, mean = SEM, n = 9 mice per group, F(3, 32) = 28.17, ns = no significantly differences, ***p < 0.0001; BF
ANOVA) in the individual mice (circles) and the averages per group (triangles) are plotted.
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